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DETAILED ACTION 
Election/Restrictions 

1. Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1-15, drawn to compositions comprising anti-CEA Mabs or 
fragments thereof and therapeutic agents, classified in class 424, subclass 
174.1. 

II. Claims 16-43, drawn to methods of treating non-medullary thyroid 
carcinomas comprising administering compositions comprising anti-CEA 
antibody or fragments thereof and therapeutic agents, classified in class 
424, subclass 138.1. 

III. Claims 44-71 , drawn to methods of treating medullary thyroid carcinomas 
comprising administering compositions comprising anti-CEA Mabs or 
fragments thereof and therapeutic agents, classified in class 424, subclass 
174.1. 

IV. Claims 72-78, drawn to methods of treating cancers comprising 
administering compositions comprising anti-CEA antibody or fragments 
thereof and therapeutic agents, classified in class 424, subclass 138.1. 

V. Claims 79-81 , drawn to methods of treating cancers comprising 
pretreating with an anti-CEA antibody or fragments thereof and followed 
by administering non-antibody agents, classified in class 424, subclass 
138.1. 
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VI. Claims 82-85, drawn to methods of treating cancers comprising 
pretreating with a granulocyte or NK cell activating agent and followed by 
administering an antibody, classified in class 424, subclass 138.1. 

VII. Claims 86 and 87, drawn to methods of treating cancers comprising 
pretreating with a CEA upregulating amount of interferon and followed by 
administering an anti-CEA antibody or fragment, classified in class 424, 
subclass 85.4 and 138.1. 

VIII. Claims 88-93, drawn to bivalent antibody fusion proteins comprising at 
least one CEA binding site and at least another antigen binding site, 
classified in class 424, subclass 136.1 and 138.1. 

IX. Claim 94, drawn to bispecific, trivalent antibody fusion protein comprising 
one arm with a NCA/50/90 binding site and two arms with CEA binding 
sites, classified in class 424, subclass 136.1 and 138.1. 

X. Claim 95, drawn to bispecific antibody fusion protein comprising two arms 
with a NCA/50/90 binding site and a CEA binding site, classified in class 
424, subclass 136.1 and 138.1. 

XI. Claim 96 and 97, drawn to diabody antibody fusion protein comprising one 
arm with a NCA/50/90 binding site and one with a CEA binding site, 
classified in class 424, subclass 136.1 and 138.1. 

XII. Claims 98-102, drawn to antibody fusion protein without an Fc domain or a 
modified Fc domain, classified in class 424, subclass 134.1. 
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XIII. Claims 103-106, drawn to antibody fusion protein without an Fc domain or 
a modified Fc domain comprising a therapeutic agent, classified in class 
424, subclass 178.1. 

2. The products of Groups I and VIII-XIII represent separate and distinct products 
which are made by materially different methods, and are used in materially different 
methods which have different modes of operation, different functions and different 
effects. The antibodies for each of the groups are all structurally and chemically 
different from each other. The antibodies for each inventive group are as follows: Group 
I are specific CEA Mabs and included in compositions with a therapeutic agent; Group 
VIII are bivalent antibody fusion proteins comprising at least one CEA binding site and 
at least another antigen binding site; Group IX are bispecific, trivalent antibody fusion 
proteins comprising one arm with a NCA/50/90 binding site and two arms with CEA 
binding sites; Group X are bispecific antibody fusion proteins comprising two arms with 
a NCA/50/90 binding site and a CEA binding site; Group XI are bispecific antibody 
fusion proteins comprising two arms with a NCA/50/90 binding site and a CEA binding 
site; Group XII are antibody fusion proteins without an Fc domain or a modified Fc 
domain; Group XIII are antibody fusion protein without an Fc domain or a modified Fc 
domain comprising a therapeutic agent. The examination of all groups would require 
different searches in the U.S. Patent shoes and the scientific literature and would 
require the consideration of different patentability issues. Thus the inventions I and VIII- 
XIII are patentably distinct. 

3. The methods of Groups ll-VII differ in the method objectives, method steps and 
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parameters, intended populations and in the reagents used. The methods for each of 
the groups are as follows: Group II requires administering concurrently or sequentially 
any anti-CEA antibody or fragment thereof and a therapeutic agent with the objective of 
treating an intended population of subjects having non-medullary thyroid carcinoma; 
Group III requires administering concurrently or sequentially an anti-CEA monoclonal 
antibody or fragment thereof and a therapeutic agent with the objective of treating an 
intended population of subjects having medullary thyroid carcinoma; Group IV requires 
administering concurrently or sequentially any anti-CEA antibody or fragment thereof 
and a therapeutic agent with the objective of treating an intended population of subjects 
having any cancer; Group V requires administering any anti-CEA antibody or fragment 
prior to administering a non-antibody therapeutic agent with the objective of treating an 
intended population of subjects having any cancer; Group VI requires administering a 
granulocyte or NK cell activating agent prior to administering any antibody with the 
objective of treating an intended population of subjects having any cancer; and Group 
VII requires administering an agent for upregulating CEA expression on a tumor to be 
treated prior to administering an anti-CEA antibody or fragment thereof with the 
objective of treating an intended population of subjects having any cancer expressing 
CEA. The examination of all groups would require different searches in the U.S. 
PATENT shoes and the scientific literature and would require the consideration of 
different patentability issues. Thus the methods of Groups ll-VII are separate and 
distinct in having different method steps and different endpoints and are patentably 
distinct. 
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4. Inventions of Group I and Group II, and Group XIII and Group II are related as 
product and process of use to the extent that the method is drawn to the antibody and 
therapeutic agent being administered "concurrently" in the form of a composition (Group 
I) or a fusion protein (Group XIII). The inventions can be shown to be distinct if either or 
both of the following can be shown: (1) the process for using the product as claimed can 
be practiced with another materially different product or (2) the product as claimed can 
be used in a materially different process of using that product. See MPEP § 806.05(h). 
In the instant case treating a non-medullary thyroid carcinoma can be achieved with 
other agents such as total/near-total thyroidectomy, radioiodine (RAI or 1311), long-term 
thyroid hormone "suppressive" therapy, non-RAI-based modalities, such as secondary 
extensive metastatectomies with curative intent, external beam radiotherapy, and 
cytotoxic chemotherapy (mainly with doxorubicin-based regimens) as well as retinoids, 
DNA methyltransferase inhibitors, and histone deacetylase inhibitors. The examination 
of all groups would require different searches in the U.S. PATENT shoes and the 
scientific literature and would require the consideration of different patentability issues. 

5. Inventions of Groups VIII-XII and Group II are related as product and process of 
use. The inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with another 
materially different product or (2) the product as claimed can be used in a materially 
different process of using that product. See MPEP § 806.05(h). See the Examiner's 
interpretation of the method under section 4, supra. With respect to the antibodies of 
Groups VIII-XIII, each of them could used in different immunoassays for identifying or 
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detecting relevant binding proteins or in purifying the binding proteins to which the 
fusion antibodies are directed against in addition to other materially different methods. 
The examination of all groups would require different searches in the U.S. PATENT 
shoes and the scientific literature and would require the consideration of different 
patentability issues. 

6. Inventions of Group I and Group III, and Group XIII and Group III are related as 
product and process of use to the extent that the method is drawn to the antibody and 
therapeutic agent being administered "concurrently" in the form of a composition (Group 
I) or a fusion protein (Group XIII). The inventions can be shown to be distinct if either or 
both of the following can be shown: (1) the process for using the product as claimed can 
be practiced with another materially different product or (2) the product as claimed can 
be used in a materially different process of using that product. See MPEP § 806.05(h). 
In the instant case treating a medullary thyroid carcinoma can be achieved with other 
agents such as thyroidectomy followed by radioactive iodine treatment. The 
examination of all groups would require different searches in the U.S. PATENT shoes 
and the scientific literature and would require the consideration of different patentability 
issues. 

7. Inventions of Groups VIII-XII and Group III are related as product and process of 
use. The inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with another 
materially different product or (2) the product as claimed can be used in a materially 
different process of using that product. See MPEP § 806.05(h). See the Examiner's 
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comments regarding the methods under section 6, supra, and the fusion antibodies 
under section 5, supra. The examination of all groups would require different searches 
in the U.S. PATENT shoes and the scientific literature and would require the 
consideration of different patentability issues. 

8. Inventions of Group I and Group IV, and Group XIII and Group IV are related as 
product and process of use to the extent that the method is drawn to the antibody and 
therapeutic agent being administered "concurrently" in the form of a composition (Group 
I) or a fusion protein (Group XIII). The inventions can be shown to be distinct if either or 
both of the following can be shown: (1) the process for using the product as claimed can 
be practiced with another materially different product or (2) the product as claimed can 
be used in a materially different process of using that product. See MPEP § 806.05(h). 
In the instant case treating any cancer can be achieved with other agents such as 
chemotherapy, radiation, gene therapy, antisense, peptide therapy, etc. The 
examination of all groups would require different searches in the U.S. PATENT shoes 
and the scientific literature and would require the consideration of different patentability 
issues. 

9. Inventions of Groups VIII-XII and Group IV are related as product and process of 
use. The inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with another 
materially different product or (2) the product as claimed can be used in a materially 
different process of using that product. See MPEP § 806.05(h). See the Examiner's 
comments regarding the methods under section 8, supra, and the fusion antibodies 
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under section 5, supra. The examination of all groups would require different searches 
in the U.S. PATENT shoes and the scientific literature and would require the 
consideration of different patentability issues. 

10. Inventions of Group I and Groups V-VII, and Group XIII and Groups V-VII are 
unrelated. Inventions are unrelated if it can be shown that they are not disclosed as 
capable of use together and they have different designs, modes of operation, and 
effects (MPEP § 802.01 and § 806.06). In the instant case, for the administration of the 
composition (Group I) and the antibody fusion protein (Group XIII), both the antibody 
and therapeutic agent would be concurrently delivered, however, the methods of 
Groups V-VII require administering a therapeutic agent and the antibody as two 
separate steps. Accordingly, the composition and antibody fusion proteins comprising a 
therapeutic agent could not be used in the methods of Groups V-VII. 

1 1 . Inventions of Groups VIII-XII and Groups Groups V-VII are related as product 
and process of use. The inventions can be shown to be distinct if either or both of the 
following can be shown: (1) the process for using the product as claimed can be 
practiced with another materially different product or (2) the product as claimed can be 
used in a materially different process of using that product. See MPEP § 806.05(h). In 
the instant case, the product of the pretreatment step for methods of treating just any 
cancer of Group V, the product administered following the pretreatment step of 
activating granulocytes or NK cells for methods of treating just any cancer of Group VI; 
and the product administered following the interferon pretreatment step for methods of 
treating a CEA-expressing cancer of Group VIII, could all be readily substituted with 



Application/Control Number: 10/680,734 



Page 10 



Art Unit: 1643 

other products or agents to practice the process. For example, treating any cancer can 
be achieved with other agents such as chemotherapy, radiation, gene therapy, 
antisense, peptide therapy, etc. See the Examiner's comments regarding the fusion 
antibodies under section 5, supra. The examination of all groups would require different 
searches in the U.S. PATENT shoes and the scientific literature and would require the 
consideration of different patentability issues. 

12. Searching the inventive Groups l-XIII would also impose a serious search 
burden. Because these inventions are distinct for the reasons given above and have 
acquired a separate status in the art because of their recognized divergent subject 
matter, and because the subject matter is not co-extensive, restriction for examination 
purposes as indicated is proper. 

13. The examiner has required restriction between product and process claims. 
Where applicant elects claims directed to the product, and the product claims are 
subsequently found allowable, withdrawn process claims that depend from or otherwise 
require all the limitations of the allowable product claim will be considered for rejoinder. 
All claims directed a nonelected process invention must require all the limitations of an 
allowable product claim for that process invention to be rejoined. 

In the event of rejoinder, the requirement for restriction between the product 
claims and the rejoined process claims will be withdrawn, and the rejoined process 
claims will be fully examined for patentability in accordance with 37 CFR 1.104. Thus, to 
be allowable, the rejoined claims must meet all criteria for patentability including the 
requirements of 35 U.S.C. 101, 102, 103 and 112. Until all claims to the elected product 
are found allowable, an otherwise proper restriction requirement between product 
claims and process claims may be maintained. Withdrawn process claims that are not 
commensurate in scope with an allowable product claim will not be rejoined. See MPEP 
§ 821 .04(b). Additionally, in order to retain the right to rejoinder in accordance with the 
above policy, applicant is advised that the process claims should be amended during 
prosecution to require the limitations of the product claims. Failure to do so may result 
in a loss of the right to rejoinder. Further, note that the prohibition against double 
patenting rejections of 35 U.S.C. 121 does not apply where the restriction requirement 
is withdrawn by the examiner before the patent issues. See MPEP § 804.01. 
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14. Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by 
a petition under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.17(1). 

15. Species Restrictions for Group I 

a. If Group I is elected, then species (therapeutic agent; Claim 10) below must be 
elected as applicable. This application contains claims directed to the following 
patentably distinct species of the claimed invention: 

Specie A) naked antibody 

Specie B) cytotoxic agent 

Specie C) drug 

Specie D) radionuclide 

Specie E) immunornodulator 

Specie F) photoactive therapeutic agent 

Specie G) immunoconjugate 

Specie H) hormone 

Specie I) combination 

The therapeutic agent species A-l do not share a common core structure or 
function, thus the species are patentably distinct. One of ordinary skill in the art could 
readily consult any reference manual (e.g., Merck Index, Physician's Desk Reference, 
the Red Book, Goodman & Gillman) or the U.S. Pharmacopeia (www.USP.org) 



Application/Control Number: 10/680,734 Page 12 

Art Unit: 1643 

describing the structure, solubility characteristics, biological properties and/or 
contraindications for each of the species, and would appreciate that based on these 
reference disclosures alone or in combination, that these species are distinct and 
separate. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claim 1 is generic as to Species A-l. 

b. If Group I is elected for species to a "naked antibody" or an "immunoconjugate" 
is reactive (Claim 12) of a "therapeutic agent" (Claim 10) must be elected as applicable. 
This application contains claims directed to the following patentably distinct nested 
species of the claimed invention: 

Specie A2) EGP-1 

Specie B2) EGP-2 

Specie C2) MUC-1 

Specie D2) MUC-2 

Specie E2) MUC-3 

Specie F2) MUC-4 

Specie G2) PAM-4 

Specie H2) KC4 

Specie 12) TAG-72 

Specie J2) EGFR 

Specie K2) EGP-2 
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Specie L2) HER2/neu 
Specie M2) BrE3 
Specie N2) Le-Y 
Specie 02) A3 
Specie P2) A33 
Specie Q2) Ep-CAM 
Specie R2) AFP 
Specie S2) Tn 

Specie T2) Thomson-Friedenreich antigens 
Specie U2) tumor necrosis antigens 
Specie V2) VEGF 

Specie W2) tumor angiogenesis antigens 
Specie X2) Ga 733 
Specie Y2) tenascin 
Specie Z2) fibronectin 
Specie AA2) combination 

The species A2-AA2 are do not share a common core structure or function, thus 
the species are patentably distinct. One of ordinary skill in the art could readily consult, 
for example, any commercially available Table of Cluster of Differentiation Antigens or 
the Human Protein Reference Database (hprd.org) describing the structure, biological 
properties, signaling pathways, tissue distribution and disease correlates for each of the 
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species, and would appreciate that based on these reference disclosures alone or in 
combination, that these species are distinct and separate. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claim 1 is generic as to Species A2-AA2. 
16. Species Restrictions for Groups II and III 

a. If Group II or Group III is elected then species for a "therapeutic agent" (Claim 
25 or 53, respectively) below must be elected as applicable. This application contains 
claims directed to the following patentably distinct species of the claimed invention: 

Specie A) Class I anti-CEA Mab 

Specie B) Class II anti CEA Mab 

Specie C) Class III anti-CEA Mab 

Specie D) Class I anti-CEA Mab fragment 

Specie E) Class II anti CEA Mab fragment 

Specie F) Class III anti-CEA Mab fragment 

Primus et al. (Cancer Research 43: 686 (1983)) described three classes of anti- 
CEA antibody identified as: 1) Class I antibodies, which react with CEA, NCA and MA; 
2) Class II antibodies, which react with CEA and MA, but not with NCA; and 3) Class III 
antibodies, which are specific for CEA and do not bind with NCA or MA. One of skill in 
the art would appreciate that each of the antibody species would have different 
specificities in addition to each having a different amino acid sequence. Accordingly, 
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none of the antibodies or fragments thereof would share a common core structure or 
function, thus the species are patentably distinct. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A-F. 

b. If Group II or Group III is elected then nested species for an "antibody" (Claim 
26 or 54, respectively) of a "therapeutic agent" (Claim 25 or 53, respectively) below 
must be elected as applicable. This application contains claims directed to the following 
patentably distinct species of the claimed invention: 

Specie A1) naked antibody 

Specie B1) antibody conjugated to another therapeutic agent 
The species A1 and B1 do not share a common core or structure. One of 
ordinary skill in the art could readily consult any immunology textbook (e.g., 
"Fundamental Immunology", by Wm Paul, Lippincott Williams & Wilkins; 4th Bk&Cdr 
edition (January 15, 1999)) describing the differences between an antibody and one 
conjugated to a therapeutic agent, and would appreciate that these species are distinct 
and separate. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A1 
and B1. 
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c. If Group II or Group III is elected then a species "therapeutic agent" (Claims 27 
or 55, respectively) below must be elected as applicable. This application contains 
claims directed to the following patentably distinct species of the claimed invention: 

Specie A2) naked antibody 

Specie B2) cytotoxic agent 

Specie C2) drug 

Specie D2) radionuclide 

Specie E2) immunomodulator 

Specie F2) photoactive therapeutic agent 

Specie G2) immunoconjugate of CEA antibody 

Specie H2) immunoconjugate of non-CEA antibody 

Specie 12) hormone 

Specie J2) combination 

See the comments under section 15. a, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A2- 
J2. 

d. If Group II or Group III is elected then species "therapeutic agent" (Claims 28 
or 56, respectively) must be elected as applicable. This application contains claims 
directed to the following patentably distinct species of the claimed invention: 
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Specie A3) humanized, chimeric, human or murine Mab or fragment thereof 
against EGP-1 

Specie B3) humanized, chimeric, human or murine Mab or fragment thereof 
against EGP-2 

Specie C3) humanized, chimeric, human or murine Mab or fragment thereof 
against IL-16 

Specie D3) humanized, chimeric, human or murine Mab or fragment thereof 
against MUC-1 

Specie E3) humanized, chimeric, human or murine Mab or fragment thereof 
against MUC-2 

Specie F3) humanized, chimeric, human or murine Mab or fragment thereof 
against MUC-3 

Specie G3) humanized, chimeric, human or murine Mab or fragment thereof 
against MUC-4 

Specie H3) humanized, chimeric, human or murine Mab or fragment thereof 
against PAM-4 

Specie 13) humanized, chimeric, human or murine Mab or fragment thereof 
against KC4 

Specie J3) humanized, chimeric, human or murine Mab or fragment thereof 
against TAG-72 

Specie K3) humanized, chimeric, human or murine Mab or fragment thereof 
against EGFR 
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Specie L3) humanized, chimeric, human or murine Mab or fragment thereof 
against EGP-2 

Specie M3) humanized, chimeric, human or murine Mab or fragment thereof 
against HER2/neu 

Specie N3) humanized, chimeric, human or murine Mab or fragment thereof 
against BrE3 

Specie 03) humanized, chimeric, human or murine Mab or fragment thereof 
against Le-Y 

Specie P3) humanized, chimeric, human or murine Mab or fragment thereof 
against A3 

Specie Q3) humanized, chimeric, human or murine Mab or fragment thereof 
against A33 

Specie R3) humanized, chimeric, human or murine Mab or fragment thereof 
against Ep-CAM 

Specie S3) humanized, chimeric, human or murine Mab or fragment thereof 
against AFP 

Specie T3) humanized, chimeric, human or murine Mab or fragment thereof 
against Tn 

Specie U3) humanized, chimeric, human or murine Mab or fragment thereof 
against Thomson-Friedenreich antigens 

Specie V3) humanized, chimeric, human or murine Mab or fragment thereof 
against tumor necrosis antigens 
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Specie W3) humanized, chimeric, human or murine Mab or fragment thereof 
against VEGF 

Specie X3) humanized, chimeric, human or murine Mab or fragment thereof 
against tumor angiogenesis antigens 

Specie Y3) humanized, chimeric, human or murine Mab or fragment thereof 
against Ga 733 

Specie Z3) humanized, chimeric, human or murine Mab or fragment thereof 
against tenascin 

Specie AA3) humanized, chimeric, human or murine Mab or fragment thereof 
against fibronectin 

Specie BB3) combination of humanized, chimeric, human or murine Mab or 
fragment thereof combination 

The species of Mabs A3-BB3 are each distinct. These antibodies are considered 
to be unrelated, since each of the antibodies is structurally and functionally independent 
and distinct for the following reasons: each antibody has a unique amino acid sequence; 
each antibody or fragment thereof has a different specificity and would, therefore, bind 
to a different epitope; and each antibody has its own unique ability to stimulate an 
immune response and/or binding affinity to an antigen or epitope. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic c|aim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A3- 
BB3. 
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e. If Group II or Group III is elected then nested species for "antibody" (Claim 29 
or 57, respectively) for a "therapeutic agent" (of Claim 28) below must be elected as 
applicable. This application contains claims directed to the following patentably distinct 
species of the claimed invention: 

Specie A4) naked antibody 

Specie B4) antibody conjugated to another therapeutic agent 
See the comments under section 16.b, supra, as they apply to these species. 
Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A4 
and B4. 

f. If Group II or Group III is elected then nested species for "cytotoxic agent" 
(Claim 31 or 59, respectively) for a "therapeutic agent" (Claim 27 or 55, respectively) 
below must be elected as applicable. This application contains claims directed to the 
following patentably distinct species of the claimed invention: 

Specie A5) drug 
Specie B5) toxin 

See comments under section 15. a, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A5 
and B5. 
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g. If Group II or Group III is elected then nested species for "pharmaceutical 
property for a drug" (Claim 32 or 60, respectively) for a "cytotoxic agent" (Claim 31 or 
59, respectively) below must be elected as applicable. This application contains claims 
directed to the following patentably distinct species of the claimed invention: 

Specie A6) antimitotic 
Specie B6) alkylating 
Specie C6) antimetabolite 
Specie D6) antiangiogenic 
Specie E6) apoptotic 
Specie F6) alkaloid 
Specie G6) COX-2 
Specie H6) antibiotic 
Specie 16) combination 

See the comments under 15.a, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A6- 
16. 

h. If Group II or Group III is elected then nested species for "a drug" (Claim 33 or 
59, respectively) of a "cytotoxic agent" (Claim 31 or 59, respectively) below must be 
elected as applicable. This application contains claims directed to the following 
patentably distinct species of the claimed invention: 
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Specie A7) nitrogen mustard 

Specie B7) ethylenimine derivatives 

Species C7) alkyl sulfonates 

Specie D7) nitrosureas 

Specie E7) triazenes 

Specie F7) folic acid analogs 

Specie G7) anthracyclines 

Specie H7) taxanes 

Specie 17) COX-2 inhibitors 

Specie J7) pyrimidine analogs 

Specie K7) purine analogs 

Specie L7) antimetabolites 

Specie M7) antibiotics 

Specie N7) enzymes 

Specie 07) epipodophyllotoxins 

Specie P7) platinum coordination complexes 

Specie Q7) vinca alkoids 

Specie R7) substituted ureas 

Specie S7) methyl hydrazine derivatives 

Specie T7) adrenocorticoid suppressants 

Specie U7) antagonists 

Specie V7) endostatin 
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Specie W7) taxols 
Specie X7) camptothecins 
Specie Y7) doxorubicins 
Specie Z7) combination 

See the comments under section 15. a, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A7- 
Z7. 

i. If Group II or Group III is elected then nested species for "a toxin" (Claim 34 or 
62, respectively) of a "cytotoxic agent" (Claim 31 or 59, respectively) below must be 
elected as applicable. This application contains claims directed to the following 
patentably distinct species of the claimed invention: 

Specie A8) ricin 

Specie B8) abrin 

Specie C8) alpha toxin 

Specie D8) saporin 

Specie E8) ribonuclease (RNase) 

Specie F8) DNase I 

Specie G8) Staphylococcal enterotoxin A 
Specie H8) pokeweed antiviral protein 
Specie J8) gelonin 
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Specie K8) diphtheria toxin 
Specie L8) Pseudomonas exotoxin 
Specie M8) Pseudomonas endotoxin 

See the comments under section 15. a, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species AS- 
MS. 

j. If Group II or Group III is elected then nested species for "an 
immunomodulator" (Claim 35 or 63, respectively) of a "therapeutic agent" (Claim 27 or 
55, respectively) below must be elected as applicable. This application contains claims 
directed to the following patentably distinct species of the claimed invention: 

Specie A9) cytokine 

Specie B9) stem cell growth factor 

Specie C9) lymphotoxin 

Specie D9) hematopoietic factor 

Specie E9) colony stimulating factor (CSF) 

Specie F9) interferon (IFN) 

Specie G9) stem cell growth factor 

Specie H9) erythropoietin 

Specie 19) thrombopoietin 

Specie J9) combination 
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See the comments under 16.b, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A9- 
J9. 

k. If Group II or Group III is elected then nested species for "lymphotoxin" (Claim 
36 or 64) of an "immunomodulator" (Claim 35 or 64, respecitvely) below must be elected 
as applicable. This application contains claims directed to the following patentably 
distinct species of the claimed invention: 

Specie A10) tumor necrosis factor (TNF) 

Specie B10) interleukin 

Specie C10) granulocyte colony stimulating factor (G-CSF) 

Specie D10) granulocyte macrophage colony stimulating factor (GM-CSF) 

Specie E10) interferon- a, -p, -y 

Specie F10) S1 factor 

See the comments under 16.b, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A10- 
F10. 

I. If Group II or Group llll is elected then nested species for "an 
immunomodulator" (Claim 37 or 65) of a "therapeutic agent" (Claim 27 or 55, 
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respectively) below must be elected as applicable. This application contains claims 
directed to the following patentably distinct species of the claimed invention: 

Specie A11) IL-1 

Specie B11) IL-2 

Specie C11) IL-3 

Specie D11) IL-6 

Specie E11) IL-1 0 

Specie F11) IL-1 2 

Specie G11) IL-1 8 

Specie H11) interferon-y 

Specie 111) TNF-a 

Specie J1 1) combination 

See the comments under 16.b, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A1 1- 
J11. 

m. If Group II or Group MM is elected, then nested species for "a radionuclide" 
(Claim 39 or 67, respectively) of a "therapeutic agent" (Claim 27 or 55, respectively) 
below must be elected as applicable. This application contains claims directed to the 
following patentably distinct species of the claimed invention: 

Specie A1 2) 1251 
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Specie B1 2) 1311 
Specie C1 2) 90Y 
Specie D12) 88Y 
Specie E12) 225Ac 
Specie F12) 177Lu 
Specie G12) 188Re 
Specie H12) 186Re 
Specie J 12) combination 

See the comments under 1 5.a, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claim 16 is generic as to Species A12-J12. 

n. If Group II or Group Nil is elected then nested species for "a photoreactive 
therapeutic agent" (Claim 40 or 68, respectively) of a "therapeutic agent" (Claim 27 or 
55, respectively) below must be elected as applicable. This application contains claims 
directed to the following patentably distinct species of the claimed invention: 

Specie A13) chromogen 

Specie B13) dye 

See comments under 15. a, supra, as they apply to these species. 
Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
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finally held to be allowable. Currently, Claims 16 and 44 are generic as to Species A13 
and B13. 

17. Species Restrictions for Group XIII 

a. If Group XIII is elected then species for "cytokine" (Claim 105) of a "therapeutic 
agent" (Claim 103) below must be elected as applicable. This application contains 
claims directed to the following patentably distinct species of the claimed invention: 

Specie A) interferon 

Specie B) colony stimulating factor 

Specie C) interleukin 

See the comments under 16.b, supra, as they apply to these species. 

Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claim 103 is generic as to Species A-C. 

b. If Group XIII is elected then nested species for "colony-stimulating factor" 
(Claim 106) of a "therapeutic agent" (Claim 103) below must be elected as applicable. 
This application contains claims directed to the following patentably distinct species of 
the claimed invention: 

Specie A1) GM-CSF 
Specie B1) G-CSF 

See the comments under 16.b, supra, as they apply to these species. 
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Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. Currently, Claim 103 is generic as to Species A1 and B1 . 

1 8. Searching the extensive number of species between any inventive groups much 
less for any single inventive group would impose a serious search burden. Because 
these species are distinct for the reasons given above and have acquired a separate 
status in the art because of their recognized divergent subject matter, and because the 
subject matter is not co-extensive, restriction for examination purposes as indicated is 
proper. 

19. Applicant is advised that a reply to this requirement must include an identification 
of the species that is elected consonant with this requirement, and a listing of all claims 
readable thereon, including any claims subsequently added. An argument that a claim 
is allowable or that all claims are generic is considered nonresponsive unless 
accompanied by an election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration 
of claims to additional species which are written in dependent form or otherwise include 
all the limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims 
are added after the election, applicant must indicate which are readable upon the 
elected species. MPEP § 809.02(a). 

Should applicant traverse on the ground that the species are not patentably 
distinct, applicant should submit evidence or identify such evidence now of record 
showing the species to be obvious variants or clearly admit on the record that this is the 
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case. In either instance, if the examiner finds one of the inventions unpatentable over 
the prior art, the evidence or admission may be used in a rejection under 35 
U.S.C. 1 03(a) of the other invention. 



20. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lynn Bristol whose telephone number is 571-272-6883. 
The examiner can normally be reached on 8:00-4:00, Monday through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 



Conclusion 
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